ABSTRACT Objective: Unexpected post-extraction bleeding is often experienced in clinical practice. Therefore, determining the risk of post-extraction bleeding in patients receiving anticoagulant therapy prior to surgery is beneficial. This study aimed to verify whether the HAS-BLED score was useful in predicting post-extraction bleeding in patients taking warfarin.
INTRODUCTION
Patients on anticoagulant therapy who are scheduled to undergo tooth extraction are typically advised to continue anticoagulant therapy. [1] [2] [3] [4] Unexpected post-extraction bleeding is often experienced in clinical practice; however, the development of thromboembolism after tooth extraction because of the discontinuation or reduction of anticoagulant therapy has been reported. 5 6 Although fatal adverse events must be prevented, there is the additional risk of bleeding because of invasive treatment in these patients, and sufficient measures must be taken to prevent and limit excessive post-extraction bleeding. In the past, a number of studies have investigated tooth extraction with continued anticoagulant therapy and have reported that the frequency of post-extraction bleeding was in the range 0-26%. [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] [17] [18] Blinder et al 9 and Evans et al 10 reported that there were no differences in the incidence of post-extraction bleeding between a group of patients who had discontinued anticoagulant therapy and a group of those who had continued anticoagulant therapy. Even if the uniform consensus were to be performing tooth extraction with continued anticoagulant
Strengths and limitations of this study
▪ This is the first study to investigate the usefulness of the HAS-BLED score for predicting the risk of post-extraction bleeding. We investigated all cases of tooth extraction, including wisdom teeth and impacted tooth extractions. ▪ No previous reports have investigated the effects of each individual tooth extracted, the extraction procedure and the effects of concomitant antiplatelet agents on post-extraction bleeding using statistical analyses, and, therefore, no high level of evidence for these correlations has so far existed. ▪ As this study was a retrospective cohort study conducted at a single institution, large-scale prospective cohort studies, including outpatients, are needed in the future.
therapy, the risk of post-extraction bleeding remains.
Morimoto et al 19 suggested that post-extraction bleeding was strongly affected by local inflammatory conditions. However, there are few reports on the systemic factors contributing to post-extraction bleeding. Recently, the HAS-BLED score [20] [21] [22] has been used as an index for evaluating the risk of bleeding complications in patients taking anticoagulant therapy. The HAS-BLED score evaluates nine risk factors for bleeding. The European Society of Cardiology guidelines 23 state that patients who score three points or higher are at a greater risk of bleeding complications. However, to date, no reports have examined the relationship between post-extraction bleeding and the HAS-BLED score.
Preoperative identification of patients at high risk of post-extraction bleeding could facilitate appropriate preparations prior to performing tooth extraction. Therefore, we examined whether the HAS-BLED score was useful in predicting post-extraction bleeding in patients on warfarin therapy.
MATERIALS AND METHODS Study design
This was a retrospective cohort study.
Study population and eligibility criteria
The study subjects were included from 258 sequential inpatient cases at the Department of Oral and Maxillofacial Surgery, Tokyo Women's Medical University, who underwent tooth extraction between 1 January 2010 and 31 December 2012, while receiving a maintenance dose of warfarin. As a general rule, we performed inpatient tooth extraction in patients taking warfarin. Concomitant antiplatelet agents were continued at the maintenance dose. The exclusion criteria were as follows: (1) patients younger than 20 years of age at the time of hospital admission; (2) the presence of comorbid blood diseases and (3) a prothrombin timeinternational normalised ratio (PT-INR) level of ≥3.1, as indicated by blood tests performed on the day of the tooth extraction. Patients underwent follow-up examinations for 1 month after discharge. The doctors' and nurses' records obtained from the medical examination records were registered in a database along with the results of the clinical tests. When the same patient was hospitalised and underwent tooth extraction more than once during the study period, all instances were included in the analysis.
Tooth extraction procedure Each patient's primary physician was consulted preoperatively regarding the general medical status and the use of anticoagulants. When acute symptoms, such as periodontal abscesses, apical periodontitis, or pericoronitis, were present around the tooth to be extracted, antibiotics were administered for at least 3 days and antiinflammation procedures, such as incision and drainage, were performed as necessary. During the tooth extraction, ECG, blood pressure, pulse rate and percutaneous oxygen saturation levels were monitored. For local anaesthesia, 1.8-3.6 mL of 2% lidocaine containing 1/80 000 units of epinephrine was administered. Tooth extraction was performed with minimal invasion. When multiple teeth were indicated for extraction and comprised within 1/3 of the jaw area, all the teeth were extracted in one procedure. When the teeth comprised over 1/3 of the total jaw area, multiple teeth were extracted in one procedure if the procedure was expected to take <30 min, while at the same time considering the age of the patient and any comorbid diseases. After extraction, curettage of inflammatory granulation tissue around the wound border was performed, a haemostatic gelatine sponge was inserted into the socket (Spongel, Astellas Pharma Inc) and suturing was performed to reduce the size of the wound border. The patient was requested to bite down on a piece of absorbent cotton for 20 min after completion of the tooth extraction, in order to achieve pressure haemostasis. At 30 min after the tooth extraction, the patient was examined to confirm that the bleeding had stopped. After extraction, patients were instructed to avoid strong or frequent gargling and to rest as much as possible. Post-extraction meals were comprised of rice gruel. In patients with a high risk of developing infective endocarditis, 24 intravenous antibiotics were administered before surgery and oral antibiotics were administered for 3 days after the tooth extraction. For patients with heart disease on anticoagulant therapy who did not require infectious endocarditis prophylaxis, oral antibiotics were administered for 3 days following tooth extraction. Five doses of analgesics, which comprised loxoprofen sodium or acetaminophen, were prescribed as medication when pain was experienced.
Post-extraction bleeding
Patients who had bleeding but in whom haemostatic procedures were not deemed necessary were instructed to get adequate rest and refrain from excessive gargling. Regular follow-up examinations were performed. If patients had mild bleeding and oozing, they were requested to bite down for 20 min on a piece of gauze or absorbent cotton placed on the tooth extraction wound in order to achieve pressure haemostasis. These patients who did not require medical treatment for postextraction bleeding were categorised into the non-post-extraction bleeding group.
Patients who had bleeding on examination after the tooth extraction and who underwent some form of medical haemostatic procedure were categorised into the post-extraction bleeding group. The haemostatic procedures that were performed in accordance with the decision of the examining oral surgeon are described below. In cases of moderate to severe bleeding that were difficult to resolve using primary haemostasis alone, the local dental anaesthetic, epinephrine, which has vasoconstrictive effects, was infiltrated at a dose of 1.0-1.8 mL around the tooth extraction wound. Pressure was then applied to the wound by asking the patient to bite down on a piece of gauze or absorbent cotton. When it was determined that the bleeding could not be sufficiently halted by pressure haemostasis alone, the area was additionally filled with local haemostatic agents or additional suturing of the wound was performed as necessary. For cases of repeated bleeding or prolonged exudative bleeding after haemostatic procedures, a haemostatic splint was fabricated to cover the wound. This was fitted after applying a cavity lining with a periodontal pack or denture-based tissue conditioner.
Bleeding risk factors for tooth extraction
The details of extracted teeth, surgical procedure, bleeding tendency and the use of concomitant antiplatelet agents were investigated as possible factors affecting post-extraction bleeding. Details regarding the extracted teeth, extraction site (maxilla/mandible), type of teeth (incisor/premolar/molar/wisdom) and stability of teeth were examined. Teeth exhibiting alveolar bone resorption of at least 2/3 of the tooth root length, as determined by preoperative X-rays, or teeth found to have clinical grade III instability, were defined as having poor stability. The surgical procedure was classified into simple extraction and surgical extraction. For surgical extraction, the strategy followed was to make an incision into the gingiva, detach and turn over the mucoperiosteal flap, and extract the tooth after cutting off the alveolar bone or root separation. All other extractions were defined as simple extractions. With respect to the bleeding tendency, the PT-INR value and platelet count were examined.
HAS-BLED score
The HAS-BLED score was evaluated according to the European Society of Cardiology guidelines 23 (table 1) , and is described below. Patients with a systolic blood pressure of ≥160 mm Hg, which was measured on arrival at the hospital, were categorised as having 'hypertension'. Patients were categorised as having 'abnormal renal or liver function' based on the following conditions: (1) patients receiving haemodialysis or those who had undergone a kidney transplant; (2) patients with a serum creatinine level of ≥2.26 mg/dL in the most recent blood test; (3) patients exhibiting chronic liver disease, such as liver cirrhosis, and bilirubin levels of at least two times the normal upper limit; and (4) patients with at least three times the normal upper limit of either alanine transaminase, aspartate aminotransferase or alkaline phosphatase levels. Patients were categorised as having 'stroke' or 'bleeding' based on the information obtained from the medical interviews on admission to the hospital. 'Labile INRs' were described as unstable/ high INRs or poor time in therapeutic range (eg, <60%). Patients who were ≥65 years of age at the time of tooth extraction were categorised as 'elderly'. Patients with long-term administration of antiplatelet agents or non-steroidal anti-inflammatory drugs (NSAIDs) or patients with alcohol dependency were categorised into a 'drug and alcohol' group. One point was allocated for each of these categories with a possible full score of nine points.
Selection of representative teeth
Of the sequential cases in this study, some patients had duplicate tooth extractions at different time periods; however, the age of the patient, PT-INR values and the tooth extraction site were different for each extraction. In cases of extraction of multiple teeth in the same patient, each period was treated as independent data with the representative tooth following the procedure. The most posterior tooth was selected as the representative tooth, and in cases of multiple posterior teeth, the upper tooth or the tooth showing the best stability was selected.
Statistical analyses
Statistical analysis involved processing the data of the patient with the representative tooth. Univariate and multivariate logistic analyses were applied to analyse the bleeding risk factors for the tooth extraction data with the presence/absence of post-extraction bleeding as the response variable and the bleeding risk factor as the explanatory variable. Two variable values were used to describe the tooth extraction site (maxilla/mandible), four variable values were used to describe the type of teeth (incisor/premolar/molar/wisdom), two variable values were used to describe the stability of teeth (good/poor) and two variable values were used to describe the surgical procedure (simple/surgical extraction). For the PT-INR value and platelet count, the actual measured values were analysed as continuous variables, and the HAS-BLED score was used in the analysis as both a continuous and a nominal variable. Concomitant antiplatelet agents were evaluated as two variable values (yes/no). During logistic analysis, we calculated the risk ratio (RR), 95% CI and p value. The RR was calculated as the ratio of 'maxilla' to 'mandible' for the site, the tooth type within the anterior teeth for the type of teeth, 'good' to 'poor' for the condition of the periodontium and from 'surgical' to 'simple' for the surgical procedure. The RR for the HAS-BLED score was calculated for each level. For concomitant antiplatelet agents, the RR of 'yes' to 'no' was calculated. In the multivariate analysis, RRs were combined to create postextraction bleeding analysis models. For each model, we plotted the receiver operating characteristic (ROC) curve, and calculated the area under the curve (AUC) in addition to the p value and 95% CI for the C-statistical model overall. Many screening tools have used a C-statistical value of ≥0.70. We used the C-statistic for comparisons between each model. Model 1 was constructed from the extracted tooth state, surgical procedure and bleeding tendency. Model 2 was constructed from the HAS-BLED score only. Model 3 was constructed by adding the HAS-BLED score to model 1. Model 4 was constructed by adding concomitant antiplatelet agents as an explanatory variable to model 1. Data were analysed with the use of JMP Pro V.11 software (2014 SAS Institute Inc, USA) with a two-tailed α level of 0.05.
RESULTS
A total of 462 extracted teeth in 258 patients (males: 157, females: 101) were analysed. Post-extraction bleeding was observed in 21 patients (8.1%). Haemostasis with a localised haemostatic procedure was performed in all the cases of post-extraction bleeding and no patients died from haemorrhage.
Patient characteristics
Post-extraction bleeding was noted in 21 patients (males: 14, females: 7; mean age: 63.4±13.2 years). Table 2 shows the underlying diseases for which anticoagulant therapy was prescribed. The mean warfarin dosage was 3.9 ±1.4 mg, and the median (25th centile, 75th centile) PT-INR was 2.1 (1.8, 2.5). The mean platelet count was 16.8±5.3×10 4 /µL. Eleven patients were taking only warfarin, and 10 patients were taking an antiplatelet agent in addition to warfarin. Aspirin was administered as the antiplatelet agent in all cases.
The non-post-extraction bleeding group included 237 patients (males: 143, females: 94; mean age: 66.6 ±13.7 years). The underlying diseases for which anticoagulant therapy was prescribed are shown in table 2.
The 1.8, 2.3) . The mean platelet count was 18.2±5.8×10 4 /µL. A total of 174 patients were taking only warfarin, and 63 patients were taking warfarin and an antiplatelet agent. Table 2 shows a breakdown of the antiplatelet agents. Seven patients who were taking two types of antiplatelet agents were all categorised into the non-post-extraction bleeding group. Between the two groups, a statistically significant difference was noted for the warfarin dosage; however, no significant difference was noted for PT-INR. In addition, no significant differences were noted for age, sex, platelet count and concomitant antiplatelet agent use.
Details of the extracted tooth
In the post-extraction bleeding group, the maxilla was the tooth extraction site in 14 cases and the mandible was the site in 7 cases. For the non-post-extraction bleeding group, the maxilla was the tooth extraction site in 122 cases and the mandible was the site in 115 cases. No significant differences were noted between the two groups ( p=0.254, Fisher's exact test; table 3).
Results for tooth type
The numbers of incisor, premolar, molar and wisdom teeth were 1, 2, 9 and 9, respectively, for the postextraction bleeding group, and 36, 65, 89 and 47, respectively, for the non-post-extraction bleeding group. A statistically significant difference was noted between the two groups ( p=0.039, Fisher's exact test; table 3).
In the post-extraction bleeding group, 17 cases showed good stability of teeth, whereas 4 cases showed poor stability. In the non-post-extraction bleeding group, 158 cases showed good stability, whereas 79 cases showed poor stability. No statistically significant difference was noted between the two groups ( p=0.227, Fisher's exact test; table 3).
Extraction procedure
In the post-extraction bleeding group, the selected extraction procedure was simple extraction in 17 cases and surgical extraction in 4 cases. In the non-post-extraction bleeding group, the selected extraction procedure was simple extraction in 165 cases and surgical extraction in 72 cases. No significant differences were noted between the two groups ( p=0.328, Fisher's exact test; table 3).
Number of teeth extracted per operation
The number of teeth extracted per operation was 1.7 ±0.6 in the post-extraction bleeding group and 1.8±1.1 in the non-post-extraction bleeding group. There were no cases of multiple extractions of four or more teeth in the post-extraction bleeding group. No significant difference was noted between the two groups with respect to the number of teeth extracted per operation ( p=0.576, Student t test; table 3).
HAS-BLED score
The highest HAS-BLED score obtained was three points. The mean score was 1.3±0.9 in the post-extraction bleeding group and 1.2±0.8 in the non-post-extraction bleeding group. No statistically significant difference was noted between the two groups ( p=0.467, Student t test; table 4).
Statistical examination
Univariate analysis demonstrated statistically significant differences between the wisdom teeth and incisors (RR=8.894, p=0.027) and between concomitant antiplatelet agents (yes/no) (RR=2.511, p=0.500). RR was ≤1 for the surgical procedure and platelet count. No statistically significant difference was noted between a HAS-BLED score of ≥3 and a HAS-BLED score of ≤2 (RR=1.362, p=0.7033; table 5).
No statistically significant differences were noted within multivariate analysis for any of the parameters in model 1, 2 or 3. In model 4, a statistically significant difference was noted for antiplatelet agents (yes) in the non-post-extraction bleeding group (RR=2.881, p=0.035; table 6). The AUCs for models 1, 3 and 4 were 0.7, with a statistically significant difference noted only in model 4. The AUC for model 2 was the lowest at 0.5, and a statistically significant difference was noted between models 2 and 3 ( p=0.004; table 7).
DISCUSSION
Our investigation of 258 tooth extraction patients indicated that post-extraction bleeding occurred in 21 patients (8%), in 39 of the total 462 extracted teeth (8%). In all the cases of post-extraction bleeding, haemostasis was possible with localised haemostatic procedures. The HAS-BLED score alone could not predict post-extraction bleeding. On considering all the risk factors for post-extraction bleeding statistically, concomitant antiplatelet agent use was a risk factor. It has been reported that the incidence of bleeding in an anticoagulation group was the same (approximately 6-7%) as in an anticoagulation withdrawal group. 25 The postextraction bleeding in this study was in accordance with this report.
Many cases of tooth extraction that have been performed while continuing anticoagulant therapy have been reported. 1 7-18 26 27 However, in the clinical setting, it is not uncommon to encounter post-extraction bleeding during tooth extraction in cases with an optimal INR value range. In a multicentre large-scale study, Iwabuchi et al 28 reported that the risk factors for post-extraction bleeding in patients taking warfarin were age, PT-INR and inflammation at the extraction site. To date, although many reports did not include cases of surgical extraction, such as the extraction of wisdom teeth and impacted teeth, these types of surgical extraction are often performed in the clinical setting. Therefore, this study targeted cases that were managed in the optimal treatment range and concurrently investigated all cases of tooth extraction, including the extraction of wisdom teeth, impacted teeth and multiple teeth.
Various methods of haemostasis have been reported for cases of tooth extraction performed while continuing warfarin therapy. These include pressure haemostasis alone, wound suturing and the application of local haemostatic agents. 2 29-31 To implement haemostasis, we placed a haemostatic gelatine sponge in the extraction socket and routinely conducted pressure haemostasis using absorbent cotton with suturing of the wound. Patients were examined 30 min after tooth extraction to confirm whether the bleeding had stopped. Haemostasis was determined to have been sufficient in all cases. As all patients underwent tooth extraction on an inpatient basis, the patient could rapidly be examined by an oral surgeon or a nurse and could receive early diagnosis and appropriate treatment if post-extraction bleeding was suspected. However, although the patients were examined, many did not require haemostatic treatment. Of the patients who exhibited post-extraction bleeding, no systemic haemostatic treatment, such as blood transfusion, was required in any of the cases.
The HAS-BLED score is used in cardiology to evaluate the risk of haemorrhage in patients with adequate anticoagulation. It would be highly significant if the HAS-BLED score could be used to predict the risk of post-extraction bleeding, and, therefore, we evaluated its use in this study. We found that the highest HAS-BLED score was three points. A score of 1 point was the most commonly achieved score among the 137 patients (53%). The commonest risk factor was age (174 patients; 67%). No significant difference was noted for the mean HAS-BLED score between the post-extraction bleeding and non-post-extraction bleeding groups. The European Society of Cardiology has proposed that a HAS-BLED score ≥3 indicates a high risk of haemorrhagic complications. In the cases of post-extraction bleeding, we compared patients with a HAS-BLED score of three or higher with those having a score of 2 or lower but did not detect any statistically significant difference (univariate analysis; RR=1.362, p=0.703). Multivariate analysis indicated that there was little risk associated with the score increasing by one (table 6). The AUC for the HAS-BLED score alone (model 2) was 0.55, which was the lowest for all of the models that we constructed. In model 3, to which the details of extracted teeth were added to the HAS-BLED score, AUC was 0.745, suggesting that this model is useful for predicting post-extraction bleeding. However, a statistically significant difference was noted for model 2 vs 3 ( p=0.004), indicating that the HAS-BLED score alone was insufficient for predicting post-extraction bleeding.
As bleeding risk factors for tooth extraction, investigation of the conditions of the individual teeth extracted indicated that the post-extraction bleeding risk was five to six times higher for wisdom teeth compared with that for anterior teeth. The extraction site and stability had little effect. Although no differences were observed for the number of teeth extracted in one treatment, there were no cases of multiple extractions of four or more teeth in the post-extraction bleeding group. Although we predicted that surgical extraction was a risk factor for post-extraction bleeding, the results indicated that surgical extraction hardly had any effect on post-extraction bleeding (RR=0.539, p=0.256).
Effects of warfarin can be possibly affected by the interactions between meals and medicine, and by the general state of the patient. Therefore, in this study, to accurately determine the anticoagulation state directly before tooth extraction, all blood tests were performed before breakfast on the tooth extraction day, or the first tooth extraction day if tooth extraction was planned on consecutive days. Although post-extraction bleeding cases were receiving high doses of warfarin, no difference was observed in PT-INR values. There were no cases classified as having labile INRs. Accordingly, the PT-INR value was investigated using actual measured values as the continuous variable. There were no statistically significant differences noted for PT-INR values by either univariate or multivariate analyses ( p≥0.1), suggesting that the PT-INR value had little effect on postextraction bleeding in patients on anticoagulant therapy while being managed within the optimal treatment range.
There has been no fixed consensus regarding the concomitant use of warfarin and antiplatelet agents because some reports have indicated that these increase the risk of post-extraction bleeding, 1 32 whereas other reports have suggested that antiplatelet agents have little effect. 16 19 In this study, the incidence of post-extraction bleeding was 13.7% with concomitant antiplatelet drugs and 5.9% with warfarin alone. Both the univariate and multivariate analyses indicated that the use of concomitant antiplatelet agents was a significant factor affecting post-extraction bleeding. It has been reported that the concomitant use of two antiplatelet agents significantly increases the frequency of intracranial haemorrhaging. 33 Furthermore, a prospective observational study of haemorrhagic complications in Japanese cerebral infarction patients 34 found that compared with patients taking only one antiplatelet agent, those taking two or three antiplatelet agents along with warfarin clearly exhibited higher annual onset rates of intracranial haemorrhaging. These results suggest that concomitant antiplatelet agents are a risk factor for post-extraction bleeding.
The limitations of the present study include the fact that the data were obtained only at a single facility and that outpatients were not included in the participants we investigated. In our facility, there were many patients with cardiovascular diseases, particularly postoperative valve replacement patients at approximately 50%. Furthermore, because patients with a PT-INR of ≥3.1 during the blood testing performed on the day of tooth extraction were excluded, the current study included patients whose anticoagulant therapy was well managed. Therefore, our participants were not exactly representative of generalised cases of tooth extraction patients taking warfarin. Moreover, because this was a retrospective study, we believe that a large-scale, prospective, cohort study, including outpatient tooth extraction cases, needs to be conducted in the future.
Moreover, we could not examine drug interaction effects because our participants included patients who received intravenous antibacterial agents and patients who received oral antibacterial agents. Warfarin has a number of drug interactions. Holbrook et al 35 stated that anti-infective agents, lipid-lowering drugs, NSAIDs, including COX-2 selective NSAIDs, selective serotonin reuptake inhibitors, amiodarone, omeprazole, fluorouracil and cimetidine enhance the anticoagulation effects of warfarin. It has been suggested that changing to alternative drugs that have a smaller interactive effect with warfarin should be considered. However, some reports have stated that, in most stable anticoagulant therapy patients, exposure to antibacterial agents did not cause clinical problems; 36 furthermore, other reports have found that NSAIDs and antibacterial agents often increased warfarin effects only in cases of long-term administration. 18 We also believe that the short-term or low-dose administration of NSAIDs or antibacterial agents does not cause any prolongation of clinically problematic PT-INR. Of the models that we created in this study, model 4 exhibited the highest predictive ability for postextraction bleeding (AUC=0.76, p=0.0309). However, because there were no significant differences observed between model 1 or 3 versus model 4, we were unable to construct an optimal model for predicting postextraction bleeding. To increase model precision, it may be beneficial to add other factors, such as the surgeon's skill (eg, years of experience or time required for one tooth extraction), which were not included in our current investigation. Furthermore, the addition of all extraction data from outpatients to the analysis set is necessary to conduct a multilevel analysis. Finally, all the patients who had post-extraction bleeding achieved haemostasis with localised haemostatic procedures, and no systemic haemostatic treatment was required. There was no case that warranted extended hospitalisation because of post-extraction bleeding. In agreement with our results, Wahl et al 25 stated that bleeding complications requiring more than local haemostatic measures after dental surgery were exceedingly rare. To avoid the onset of fatal thromboembolism, 6 there is no need to pause or interrupt warfarin therapy for tooth extraction. A special environment for the post-extraction bleeding procedure is not necessary. If the conditions are adequately prepared, we believe that tooth extraction in a patient on warfarin therapy is possible in a private office. CONCLUSIONS 1. We investigated post-extraction bleeding for all types of tooth extractions, including impacted teeth, in patients taking warfarin. Minor post-extraction bleeding was observed in 8% of patients; however, no patients required more than local measures for haemostasis. 2. The HAS-BLED score alone could not predict postextraction bleeding in patients taking warfarin. 3. The use of concomitant antiplatelet agents was a risk factor for post-extraction bleeding. More care must be taken regarding post-extraction bleeding in cases undergoing concomitant use of antiplatelet drugs than in those on warfarin alone.
